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N'AF-'HOSYN' i napnixen i Suspoiiijion fur :idministration 
ctinlaiiis Vlh iiig/'5 iiiL of naprnxeri in a vi-hic-lc containing 
stucrosf, niaf^nesjLtm aluminum ?<jli('itie, si>rbit*)l solution 
and sodium chloridL' '30 nifj/r") luL, l.f) niEqi. nii'thylpara- 
ht-n, fumanc acid, FD&C VVllow Nn fcj, inutatioii piiieappJe 
flavor, inutatitm orange fla\ or and jjuntied water. The pil of 
the sii.HptMisiDn ranf^eK from 2:2 to 3.7. 

t l.lNK AL FHARMAr()LO(;Y 

Naproxf^n is a nonstiTuidal anti-inHammatory drug 
N'SAID' with analp-.sic and antipyrt'tR pnipt rtu-.^ Tht so 
dium salt of naproxen has boen developt'd at; a nioff rapuilv 
absorbed formulation of naproxen for use a^ an analf^eriic. 
The naproxen amor, inhibits prostaglandin synthesis but 
Iwyond this its mtxie uf action is unknown. 
Pharmacokinetics: Naproxen itst'lf is rapidly and con) 
plftely absorbt'd from the gastrointt'Stinal tract with an in 
vivo bioavailability of The different dosaf^o forms of 
NAI'ROSYN are bioequivalent in terms of extent of absorp 
tion (AUCt and peak concentration iC^jj,^), however, the 
products do differ m their patt*?m of absorption. These dif- 
ferences between naproxen productis are related to both the 
chemical form of naproxen used and its formulation. Even 
vdth the observed differences in pattern of absorpttoti. the 
elimination half-life of naproxen is unchanged across prod 
ucts ranfifing from VI to 17 hours. Steady-state levels of 
naproxen are reached in 4 to 5 days, and the degree of 
naproxen accumulation is con.'jisli'rit with this half-life. This 
suggest-s that the differences in pattern of release play only 
a negligible role in the attainment of steady-state plasma 
levels. 
Abmrption: 

fmmvdiate Rt^leuNc: After administration of NAPROSYN 
tablets, peak plasma levels are attained in 2 to 4 hours. Af- 
ter oral administration of .-^NAFKOX, peak pla.^ma levels 
are attained in 1 to 2 hours. The difference in rnU^s between 
the two products is due tcj the increased aqutXJus solubility 
of the sodium salt of naproxen used in ANAi'ROX. Pt^ak 
plasma levels of naproxen given as NAPROSYN Suspension 
are attained in 1 to 4 hours 

ndayt-d Rdeatif EC NAPROSYN is designed with a pH- 
sensitive coating to provide a barrier to disintegration in the 
acidic environment of the .stomach and to lose integrity in 
the more neutral environment of the small intestine. The 
enteric polymer coatmg selected for EC-N/VPROSYN dis- 
solves above pH 6. When EC-NAPROSYN was given to 
fast^'d subjects, peak plasma levels were attained about 4 to 
fci hours following the first dose t range: 2 to 12 hours), An m 
vivo study in man using radiolabeled EC-NAPROSYN tab- 
lets demon.strat*^ that EC-N.VPROSYN dissolves primarily 
in the small intestine rather than the stomach, so the ab- 
sorption of the drug is delayed unbl the stomach is emptied. 
When EC-NAPROSYN and NAPROSYN were given to 
fa.sti'd subjects (n=24) in a crossover study following 1 week 
of dosing, differences in time to peak plasma levels (T„,^^) 
were observ ed, but there were no differences in total absorp- 
tion as measured by C^^ and AUC": 
[See table below] 

Antacid Effpcts: When EC-NAPROSYN was given as a sin- 
gle dose with ;intacid (54 mEq buffering capacity^, the peak 
plasma levels of naproxen were unchanged, but the time to 
peak was reduced (mean T^^^ fa.sted .^.6 hours, mean T^^ 
with antacid 5 hoursK although not significantly, 
fW Effects: WTien EC-NAPROSYN was given as a single 
dose with food, peak plasma levels in mo.st subjects were 
achieved in about 12 hours (range: 4 to 24 hours) Residence 
time in the small intestine until disintegration was inde- 
pendent of food intake. The presence of food prolonged the 
time the tablets remained in the stomach, time to first de- 
tectable serum naproxen levels, and time to maximal 
naproxen levels iT^^j, but did not affect peak tiapruxen lev- 
els !C„„.l. 
Di^fnhuUon: 

Naproxen has a volume of distribution of 0.16 L/kg. At ther 
apeutic levels naproxen is greater than 99"^ albumin- 
bound At doses of naproxen greater than f>(W nig/day there 
is less than proportional increase in plasma levels due to an 
increase in clearance cause by saturation of plasma protein 
binding at higher doses (average trough C,, 5, 49 2 and 
56.4 mg/I. with ,W0, 1(^00 and 1500 mg daily doses of 
naprnxeni However, the concentration of unbound 
naproxen continues tti uicre;Lse profJortionally to dose. 
Metabolism.: 

Naproxen is extensively nietaboli^.ed to 6-0-desmetliy 1 
naproxen, and both piirt-nt and nietalwlites do not induce 
nietabi lilting enzymes. 
EltnunatioT}: 

The rliv'irance of naproxen is 0.13 mb'niin/kg Approxi- 
niatetv D.^i'r of the naproxen from ;my dose is excreted in the 
urini , primanly as naproxen iless than I'r). G-O-desniethyl 
naproxen ileys than 1'^; i or their conjugates (()()'i to 92'? i 
The plasma half-life of the naproxen anion in humans 
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than 12 hours, and their rales of excretion have been found 
to coincide clii.-.t'ly with the rate of naproxen disappearance 
from tilt: plasma. In patients with renal failure metabolites 
may accumulate. 
Spfcial Fupulatuins: 

Pftiiutnc PaUerits In pediatric patients aged 5 to 16 years 
with arthritis, plasma naproxen k'vels following a 5 mg/kg 
single dose of naproxen suspensuiti (.see DOSAOE .AND AD 
MINISTIiATlONi were found to be similar to those found in 
normal adults following a bOO mg dose The terminal half- 
life appears to be similar in pt^diatric and adult iiatients 
Fharniacokineiu' studies of naproxen were not performed in 
pediatric patients younger than ,S years of age. Pharmaco 
kinetic parameters appear to be similar following adminis- 
tration of napnixen suspension or tablets m fWi^Jiatnc pa 
tients Kl'-N'APROX^'N has not been studied in subjects un 
dor the age of 18 

Ht'nal ln.<ufftcti'ni.-y: Naproxen pharmacokinetics has not 
been deterinine*! in subjects with renal insufficiency. Given 
that naproxen, its metabohtes and conjugates are primanly 
excreted by the kidney, the potential exists for naproxen me- 
tabolites to accumulate in the presence of renal insuffi- 
ciency. 

CLINICAL STUDIES 

General Information: Naproxen has been studied in pa- 
tients with rheumatoid arthntis, osteoarthritis, juvenile ar- 
thritis, ankylosing spondylitis, t^.-'ndonitis and bursitis, and 
acute gout. Improvement in patients treated for rheumatoid 
arthritis was demonstrated by a reduction m joint swelling, 
a reduction in duration of morning stiffness, a reduction in 
disease actmty as assessed by both the investigator and pa- 
tient, and by increased mobility as demonstrated by a re- 
duction in walking time. CrtJnerally, response to naproxen 
has not been found to be dependent on age, sex, seventy or 
duration of rheumatoid arthritis. 

In patients with osteoarthritis, the therapeutic action of 
naproxen has been shown by a reduction in joint pain or 
tenderness, an increase in range of motion in knee joints, 
increased mobility as demonstrated by a reduction in walk- 
ing lirae, and improvement in capacity to perform activities 
of daily living impaired by the disease. 
In a clinical trial comparing standard formulations of 
naproxen 375 mg bid (7,50 tng a day) vs 750 mg bid (1500 
mg/dayl, 9 patients in the 750 mg group terminated prema- 
turely because of adverse events Nineteen patients in the 
1500 mg group terminated prematurely because of adverse 
events. Most of these adverse events were gastrointestinal 
events. 

In clinical studies in patients with rheumatoid arthntis, os- 
teoarthritis, and juvenile arthritis, naproxen has been 
shown to be comparable to aspirin and indomethacin in con- 
trolling the aforementioned measures of disease activity, 
but the frequency and seventy of the milder gastrointesti- 
nal adverse effects mausea, dyspepsia, heartburn) and ner- 
vous system adverse eff(M;ts (tinnitus, dizziness, lighthead- 
edness) were less in naproxen-treated patients than in 
those treated with aspmn or indomethacin. 
In patients with ankylosing spondylitis, naproxen has been 
shown to decrease night pain, morning stifihess and pain at 
rest. In double-blind studies the drug was shovra to be as 
effective as aspirin, but witii fewer side effects. 
In patients with acute gnut, a favorable response to 
naproxen was shown by significant clearing of inflammatory 
changes (eg, decrese in swelling, heat) within 24 to 48 
hours, as well as by relief of pain and tenderness. 
Naproxen has been studied in patients with mild to moder- 
ate pain secondary to postoperative, orthopedic, postpartum 
episioUmy and uterine contraction pain and dysmenorrhea. 
Onset of pain relief can begin within 1 hour in patients tak- 
ing naproxen and within 30 minutes in patients taking 
naproxen sodium Analgesic effect was shown by such meas- 
ures as reduction of pain intensity scores, increase in pam 
relief scores, decrease in numbers of patients requinng ad- 
ditional analgesic medication, and delay in time to remedi- 
cation. The analgesic effect has been found to last for up to 
12 hours. 

Naproxen may be used safely in combination with gold salts 
and/or corticosteroids; however, in controlled clinical trials, 
when added to the regimen of patients receiving corticoster- 
oids, it did not appear to cause greater improvement over 
that seen with corticosteroids alone. Whether naproxen has 
a "steroid-sparing" effect has not been adequately studied 
W'hpu added to the regimen of patients receiving gold salts, 
naproxen did result in greater improvemeiit. Its use in com- 
bination with salicylates is not recommended because there 
IS evidence that asjarin increases the rate of excretion of 
naproxen and data are inadei.|uate to demonstrate that 
naproxen and aspirin produce gre:itcr improvement over 
that acliic\ed with aspirin alone In addition, as with other 
NSAlDs. the combination may result in higher frequency of 
adverse events than demonstrated for either product alone 





r -■ 


EC-NAi'ROSYN^ 
.500 mg bid 


N.^PROSYN* 
500 mg bid 




pg/mLi 






94.9 . W, 1 


97.4(13'-;) 






hours) 






•1 rS9' ; J 


1 9itii';, 




Art; 


I, 'pg'hr-mh 






S45 i20f. 1 


767 ( 15' , 1 





Mean value (coefficient of vanation : 



unuirs, u iiiy luuijiiisirauon oi luuu rug ol nap 
1000 mg of NAPROSYN > naproxen! or Hog 
ANAi'ROX I naproxen s<iduim i has been demon 
cause statistically signihcuntly less gastric hie; 
erosion than 3250 mg of aspinn. 
Tlin.'e fi-week, dciubk-blind, niullicenter studies 
N.APROSYN (naproxen I (375 or 500 mg bid, l 
NAPROSYN 1 375 or 500 mg bid. n = 279) we're ■ 
comparing EC N/VJ'ROSYN with NAPROSYN, i- 
355 rheumat^iid arthritis and osteoarthritis pati 
had a recent history of NSjMD related <rl symptoim, 
studies indicated that EC NAPROSYN and N 
showed no significant differences in efficacy or 
had similar prevalence of minor CA complaints, 
patientii, however, may find (me formulation pr( 
the other 

Five hundred and fifty three patients receive 
NAPROSYN during long-term open label trialg" 
length of treatment was 159 days* The rates for - 
diagnostni jK-ptic ulcers and 01 bleetis were similar'- 
has been historically reported for long-term NSAD)- 
INDIVIDUAUZATJON OF DOSAGE 
Although NAPROSYT^, NAPROSYN Suspeasi* 
NAPROSYN, ANAPROX and ANAPROX DS all c ^ 
the plasma in^ naproxen, they have pharmacokineti(t 
ences that may affect onset of action, Oiwet of; 
can begin within 30 minutes in patients taking - 
sodium and within 1 hour m patients taking na~ 
cause EC-NAPROSYN dissolves in the small 
rather than in the stomach, the absorption of 
delayed compared to the other naproxen form" 
(l.INICAI. PHARMACOLOGY), 
The recommended strategy for initiating th tfAjfe 
choose a formulation and a starting dose likely 
tive for the patient and then adjust the c 
servation of benefit and/or adverse events, A I 
should be considered in patients with renal or 1 
pairment or in elderly patients (see PRECAUTION, 
Analgesia/Dysmenorrhea/Bursitis and Ta 
cause the sodium salt of naproxen is more rapidly 
ANAPROX/ANAPROX DS is recommended for the 
ment of acute painful conditions when prompt on 
relief is desired. The recommended starting dose i 
followed by 550 mg every 12 hours or 275 mg ( 
hours, as required. The initial total daily dose : 
exceed 1375 mg of naproxen sodium. Thereaft^, ' 
daily dose should not exceed 1100 mg of naprowa " 
NAPROSYN may also be used for treatment of ; 
and dysmenorrhea. EC-NAPROSYN is not i 
for initial treatment of acute pain because i 
naproxen is delayed compared to other naproxen ; 
products (see CLINICAL PHAfaL\(X)LOGY and 
TIONS AND USAGE). 

Acute Gout: The recommended starting doae ia 
NAPROSYN followed by 250 mg every 8 hours i 
tack has subsided. ANAPROX may also be used ; 
ing dose of 825 mg followed by 275 mg every 8 
needed EC-NAPROSYTsf is not recommended I; 
delay in absorption (see CLINICAL PHARMAC 
Osteoarthritis/Rheumatoid Arthrrtis/Ankyiosing ' 
tis: The recommended dose of naproxen is H^. 
NAPROSYN Suspension 250 mg, 375 mg or 500 
twice daily (morning and evening) or EC-N 
mg or 500 rag taken twice daily. Naproxen sodium- 
be used (see DOSAGE AND ADMINISTRATION^-^ 
During long-term administration the dose of b 
be adjusted up or down depending on the clinieat J 
of the patient. A lower daily dose may suffice ftir' 
admiruatration. In patients who tolerate lower : 
the dose may be increased to 1500 mg per dajt-; 
higher level of anti-inflanimatory/analgesic i 
<]uired. When treating patients with naproien 150ft'. 
(as NAPROSW or 1650 mg of ANAPROX), the / 
should observe suffiaent increased clinical bfflielt 
the potential increased risk. The morning «ad- 
doses do not have te be equal in size and ad 
the drug more frequently than twice daily does 
allv make a difference in respon.se fsee CLINTCA 
MACOLOOY). 

Juvenile Arthritis: The use of NAPROSYN S 
lows for more flexible dose titration. In pediatric 
doses of 5 mg/kg/day pr(xiuced plasma levels of 
similar to those seen in adults taking 500 rag of _ 
■^eo CLINICAL PH.ARM.ACOLOGY). 
The recommended total daily <lose is apprO' 
nig/kg given m two divided doses de, 5 mg/kg J 
day (.see DOSAOE AND ,\DMINISTRATION). 

INDICATIONS AND USAGE 

Naproxen as NAPROSYN, EC -NAPROSYN, ^ 
AN.APROX ns or \.-\PROSYN Suspension are ' 
the treatment of rheumatoid arthntis, osl 
losing spondylitis and jtivenile arthritis 
Naproxen as NAPROS'^'X Suspension is recoiDlW 
juvenile rheumatoid arthntis m order to obtaioj 
nuim dosage flexibility based on the patient's 
Naproxen as NAPROSYN, .VKAPROX. .AN. 
N.-M'ROS'^'N Sn.spension are also indicated 
iiieiit of tendonitis, bursitis, acute gout, and for 
rtietit of pain an(i primary dysmenorrhea. EC- 
is not reconiniendtid for initial treatment of 
cause the .ibsorption of naproxen is delayed col 
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